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LIO ANSWER 1 OF 3 HCAPLUS COPYRIGHT 2007 ACS on STN 
AN 2006:1149497 HCAPLUS 
DN 146:19371 

TI Macrocyclic Inhibitors of p-Secretase: Functional Activity in an 

Animal Model. [Erratum to document cited in CA145 : 465146] 
AU Stachel, Shawn J.; Coburn, Craig A.; Sankaranarayanan, Sethu; Price, Eric 

A.; Wu, Guoxin; Crouthamel , Michelle; Pietrak, Beth L.; Huang, Qian; 

Lineberger, Janet; Espeseth, Amy S.; Jin, Lixia; Ellis, Joan; Holloway, M. 

Katharine; Munshi, Sanjeev; Allison, Timothy; Hazuda, Daria; Simon, Adam 

J.; Graham, Samuel L.; Vacca, Joseph P. 
OS Department of Medicinal Chemistry, Biological Chemistry, Molecular Systems 

and Structural Biology, Merck Research Laboratories, West Point, PA, 

19486, USA 

SO Journal of Medicinal Chemistry (2006), 49(24), 7252 

CODEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 
LA English 

AB Guoxin Wu and Michelle Crouthamel were inadvertently omitted from the 
author list. Their affiliation is the Department of Biol. Chemical, 
represented by the double dagger symbol in the paper. The correct author 
list is given. 

IT 847157-19-XP 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(macrocyclic inhibitors of p-secretase and functional activity in 
an animal model (Erratum) ) 
RN 847157-19-1 HCAPLUS 

CN Hexanamide, N- (2-methylpropyl ) -2- [ [ [ (4S) -17- [ (methylsulfonyl ) propylamine) - 
2-oxo-3-azatricyclo[13.3.1.16,10]eicosa-l(19) ,6,8,10(20) , 15 , 17-hexaen-4- 
yl] methyl] amino] - , {2S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 847157-19-lP 847157-32-8P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(macrocyclic inhibitors of p-secretase and functional activity in 
an animal model (Erratum) ) 

LIO ANSWER 2 OP 3 HCAPLUS COPYRIGHT 2007 ACS on STN 
AN 2006:908572 HCAPLUS 
DN 145:465146 

TI Macrocyclic Inhibitors of p-Secretase: Functional Activity in an 
Animal Model 

AU Stachel, Shawn J.; Coburn, Craig A.; Sankaranarayanan, Sethu; Price, Eric 
A.; Pietrak, Beth L. ; Huang, Qian; Lineberger, Janet; Espeseth, Amy S.; 
Jin, Lixia; Ellis, Joan; Holloway, M. Katharine; Munshi, Sanjeev; Allison, 
Timothy; Hazuda, Daria; Simon, Adam J.; Graham, Samuel L.; Vacca, Joseph 
P. 

CS Department of Medicinal Chemistry, Biological Chemistry, Molecular Systems 
and Structural Biology, Merck Research Laboratories, West Point, PA, 
19486, USA 

SO Journal of Medicinal Chemistry (2006), 49(21), 6147-6150 

CODEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 
LA English 

AB A macrocyclic inhibitor of P-secretase was designed by covalently 
crosslinking the PI and P3 side chains of an isophthalamide-based 
inhibitor. Macrocyclization resulted in significantly improved potency 
and phys. properties when compared to the initial lead structures. More 
importantly, these macrocyclic inhibitors also displayed in vivo amyloid 
lowering when dosed in a murine model . 

IT 847157-19-lP 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(macrocyclic inhibitors of p-secretase and functional activity in 
an animal model) 
RN 847157-19-1 HCAPLUS 

CN Hexanamide, N- {2-methylpropyl) -2- [ [ [ (4S) -17- ( (methylsulfonyl ) propylamine] - 
2-oxo-3-azatricyclo[13.3.1.16,10]eicosa-l{19) ,6,8,10(20) , 15, 17-hexaen-4- 
y 1 ] methyl ] amino] - , ( 2S ) - ( CA INDEX NAME ) 

Absolute stereochemistry. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Macrocyclic compds. of formula I [Rl = H, R4-S (0)pN{R5) , CN, etc.; R2, R3 
= H, alkyl, halo, OH, alkoxy, etc.; R4 = alkyl, (substituted) NH2, Ph, 
benzyl, etc.; R5 = H, alkyl, Ph, benzyl; p = 0-2; X = CH2, 0] are prepared 
which are inhibitors of the p-secretase enzyme and that are useful in 
the treatment or prevention of diseases such as Alzheimer's disease. The 
invention is also directed to pharmaceutical compns. comprising these 
compds. and the use of these compds. and compns. in the prevention or 
treatment of such diseases in which the p-secretase enzyme is 
involved. Thus, II was prepared from Me 3-nitrobenzoate, allyltributyl 
stannane, m-allyltyrosine Me ester hydrochloride and N-isobutyl-L- 
norleucineamide hydrochloride in several steps. The compds. had IC50 from 
about 1 nM to 1 nM against p-secretase enzyme. 

IT 847157-12-4P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of macrocyclic p-secretase inhibitors for treatment of 
Alzheimer's disease) 
RN 847157-12-4 HCAPLUS 

CN Hexanamide, 2- [ [ [ (4S) -17- [methyl (methyl sulfonyl) amino] -2-oxo-3- 
azatricyclo[13 .3 . 1. 16, 10] eicosa-l(19) , 6, 8, 10 (20) , 15 , 17-hexaen-4- 
yl] methyl] amino] -N- (2-methylpropyl) - , (2S)- (9CI) (CA INDEX NAME) 



Absolute Stereochemistry. 



Page 5 05/02/2007 



1 



10 / 568153 



P 




847157 


-12 


-4P 


847157 


-13- 


5P 


847157 


-14 


-6P 


847157 


-15 


-7P 


847157 


-16- 


8P 


847157 


-17 


-9P 


847157 


-18 


-OP 


847157 


-19- 


IP 


847157 


-20 


-4P 


847157 


-21 


-5P 


847157 


-22- 


6P 


847157 


-23 


-7P 


847157 


-24 


-8P 


847157 


-25- 


9P 


847157 


-26 


-OP 


847157 


-28 


-2P 


847157 


-30- 


6P 


847157 


-31 


-7P 


847157 


-32 


-8P 


847157 


-33- 


9P 


847157 


-34 


-OP 


847157 


-35 


-IP 


847157 


-36- 


2P 


847157 


-37 


-3P 


847157 


-38 


-4P 


847157 


-39- 


5P 


847157 


-40 


-8P 


847157 


-41 


-9P 


847157 


-42- 


OP 


847157 


-43 


-IP 


847157 


-44 


-2P 


847157 


-45- 


3P 


847157 


-46 


-4P 


847225 


-40 


-5P 















RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of macrocyclic p-secretase inhibitors for treatment of 
Alzheimer's disease) 



=> b wpix 

FILE 'WPIX' ENTERED AT 09:03:17 ON 01 MAY 2007 
COPYRIGHT (C) 2007 THE THOMSON CORPORATION 

FILE LAST UPDATED: 26 APR 2007 <20070426/UP> 

MOST RECENT THOMSON SCIENTIFIC UPDATE: 200727 <200727/DW> 

DERWENT WORLD PATENTS INDEX SUBSCRIBER FILE, COVERS 1963 TO DATE 

>» New reloaded DWPI Learn File (LWPI) available as well «< 

»> YOU ARE IN THE NEW AND ENHANCED DERWENT WORLD PATENTS INDEX <« 

>>> New display format FRAGHITSTR available <<< 

SEE ONLINE NEWS and 
http : //www. stn-international .de/archive/stn_online_news/ fraghitstr__ex.pdf 

»> IPC Reform backfile reclassification has been loaded to 31 December 
2006. No update date (UP) has been created for the reclassified 
documents, but they can be identified by 20060101/UPIC and 
20061231/UPIC. <« 

FOR A COPY OF THE DERWENT WORLD PATENTS INDEX STN USER GUIDE, 
PLEASE VISIT: 

http://www.stn-international .de/training_center/patents/stn_guide.pdf 

FOR DETAILS OF THE PATENTS COVERED IN CURRENT UPDATES, SEE 
http://scientific .thomson.com/support/patents/coverage/latestupdates/ 

PLEASE BE AWARE OF THE NEW IPC REFORM IN 2006, SEE 

http : //www. stn- international .de/stndatabases/details/ipc_reform. html and 
ht tp : / / scient i f ic . thomson . com/ media/ scpdf / ipcrdwpi , pdf 



Page 6 05/02/2007 



10 / 568153 



»> FOR DETAILS ON THE NEW AND ENHANCED DERWENT WORLD PATENTS INDEX 
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http: //www. stn- international .de/stndatabases/details/dwpi_r. html «< 
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VAR G1=0/CH2 
REP G2=(3-3) CH2 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 19 

STEREO ATTRIBUTES: NONE 
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ANSWER 1 OF 1 WPIX COPYRIGHT 2007 THE THOMSON CORP on STN 

2005-202434 [21] WPIX 
C2005-064723 [21] 

New 3-aza-tricyclo-icosa-hexaene derivatives useful as macrocyclic 

beta-secretase inhibitor for treating Alzheimer's disease 

B02 

COBURN C; STACHEL S; STACHEL S J; VACCA J; VACCA J P; COBURN C A 
{MERI-O MERCK & CO INC; (COBU-I) COBURN C A; (STAC-I) STACHEL S J; 
(VACC-I) VACCA J P 
107 

WO--2005018545 A2 20050303 (200521)* EN 42 [0] 

EP 1656359 A2 20060517 (200634) EN 

AU--2004266605 Al 20050303 (200663) EN 

CN 1835936 A 20060920 (200706) 2H 

JP--2007502278 W 20070208 (200713) JA 38 
US-20070037784 Al 20070215 (200715) EN 

WO--2005018545 A2 2004WO-US0025791 20040810; AU--2004266605 Al 

2004AU-000266605 20040810; CN 1835936 A 2004CN-080023327 20040810; 

EP 1656359 A2 2004EP-000780598 20040810; EP 1656359 A2 

2004WO-US0025791 20040810; JP- -2007502278 W 2004WO-US0025791 20040810; 
JP--2007502278 W 2006 JP-000523290 20040810; US-20070037784 Al Provisional 
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2003US-000495667P 20030814; US-20070037784 Al 2004WO-US0025791 20040810; 
US-20070037784 Al 2006US-000568153 20060213 

FDT EP 1656359 A2 Based on WO- -2005018545 A; AU- -2004266605 Al Based on 

WO--2005018545 A; JP- -2007502278 W Based on WO- -2005018545 A 
PRAI 2003US-000495667P 20030814 
2006US-000568153 20060213 
AN 2005-202434 [21] WPIX 
AS WO 2005018545 A2 UPAB: 20060121 

NOVELTY - 3-A2a-tricyclo-icosa-hexaene derivatives are new. 

DETAILED DESCRIPTION - 3-Aza-tricyclo-icosa-hexaene derivatives of 
formula (I) are new. 

Rl = H, R4S (0)pN(R5) , CN, 1-6C alkyl-CN, halo, phenyl (optionally 
mono- - penta- substituted with CN, halo, 1-6C alkyl, 0R5, C02R5 or C(0)R5 
or group of formula (i) ; 

R4 = 1-8C alkyl (optionally substituted 1 to 7 times by F) , NR5R6, 
phenyl or benzyl; 

R5 and R6 = H, 1-6C alkyl (optionally mono- - hexa- substituted with 
F) , phenyl or benzyl ; 
p = 0 - 2; 

R2 = 1-6C alkyl, 2-6C alkenyl, 2-6C alkynyl, 3-8C cycloalkyl (all 
optionally substituted 1 to 7 times with halo, hydroxy, 0-1-6C alkyl, 3-6C 
cycloalkyl, S(0)p-1-6C alkyl, CN, C02H, C02-1-6C alkyl, C0-NR5R6) or 
phenyl (optionally substituted 1 to 5 times with T) , H or phenyl 
(optionally mono- - penta- substituted with T) ; 

T := 1-6C alkyl, CN, halo, CF3, 0-R5 or C02R5) ; 

R3 = H, 1-6C alkyl, 2-6C alkenyl, 2-6C alkynyl, 3-8C cycloalkyl 
(all optionally substituted 1 to 7 times halo, hydroxy, trif luoromethyl , 
0-R5, C02R5 , S(0)pN(R5) -1-6C alkyl, S (O) pN (R5) -phenyl , phenyl, pyridyl 
(both optionally substituted 1 to 5 times with T) , phenyl (optionally 
mono- - penta- substituted by T) ; 

X = CH2 or O. 

ACTIVITY - Nootropic; Neuroprotective; Hemostatic; 
Cerebroprotective; Vulnerary; Vasotropic; Antiinflammatory; Antidiabetic; 
Antiarteriosclerotic . 

MECHANISM OF ACTION - beta-Secretase activity inhibitor. The 
inhibitory activity of (I) is confirmed by HPLC assay. (I) Showed IC50 of 
1 nM - 1 muM. 

USE - For treating Alzheimer ' s disease (claimed); for treating 
diseases mediated by abnormal cleavage of amyloid precursor protein e.g. 
Cognitive impairment, Trisomy 21 (Down syndrome), cerebral amyloid 
angiopathy, degenerative dementia, hereditary cerebral hemorrhage with 
Amyloidosis of Dutch-Type, Creutzfeldt- Jakob disease, prion disorders, 
amyotrophic lateral sclerosis, progressive supranuclear palsy, head 
trauma, stoke, pancreatitis, inclusion body myositis, other peripheral 
amyloidosis, diabetes and atherosclerosis. 

ADVANTAGE - The compound inhibits the activity of beta-secretase or 
BACE thus preventing the formation of insoluble Abeta and arresting the 
production of Abeta. 
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RAH7RQ' 


-N 


RAH7RQ- 


T 


M2 


*15* 


DCN: 


' RAH7RF- 


■N 


RAH7RF- 


T 


M2 


♦ 16* 


DCN: 


RAH7RE-N 


RAH7RE- 


T 


M2 


*17* 


DCN: 


RAH7RD- 


-N 


RAH7RD- 


T 


M2 


*18* 


DCN: 


RAH7RC 


-N 


RAH7RC- 


T 
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M2 


★ 19* 


DCN; 


RAH7RB 


-N 


RAH7RB 


-T 


M2 


*20* 


DCN: 


RAH7RA 


-N 


RAH7RA 


-T 


M2 


*21* 


DCN : 


RAH7R9 


-N 


RAH7R9 


-T 


M2 


*22* 


DCN : 


RAH7R8 


-N 


RAH7R8 


-T 


M2 


*23 * 


DCN : 


RAH7R7 


-N 


RAH7R7 


-T 


M2 


★ 24* 


DCN : 


RAH7R6 


-N 


RAH7RO 


-T 


M2 


*25* 


DCN : 


RAH7R5 


-N 


RAH7R5 


-T 


M2 


*26* 


DCN: 


RAH7R4 


-N 


RAH7R4 


-T 


M2 


*27* 


DCN: 


RAH7R3 


-N 


RAH7R3 


-T 


M2 


*28* 


DCN: 


RAH7R2 


-N 


RAH7R2 


-T 


M2 


*29* 


DCN: 


RAH7R0 


-N 


RAH7R0 


-T 


M2 


★ 30* 


DCN: 


RAH7QZ 


-N 


RAH7QZ 


-T 


M2 


★ 31* 


DCN: 


RAH7QY 


-N 


RAH7QY 


-T 


M2 


*32* 


DCN: 


RAH7QX-N 


RAH7QX-T 


M2 


★ 33* 













=> d his 

(FILE 'HOME' ENTERED AT 08:44:57 ON 01 MAY 2007) 

FILE 'REGISTRY* ENTERED AT 08:45:04 ON 01 MAY 2007 

LI STR 

FILE 'REGISTRY' ENTERED AT 08:49:07 ON 01 MAY 2007 

FILE 'HCAPLUS' ENTERED AT 08:49:11 ON 01 MAY 2007 

L2 1 US20070037784/PN OR (US2006-568153 OR WO2004-US25791 OR US2003- 

FILE 'REGISTRY' ENTERED AT 08:50:06 ON 01 MAY 2007 

FILE 'HCAPLUS' ENTERED AT 08:50:10 ON 01 MAY 2007 

L3 TRA L2 1- RN : 63 TERMS 

FILE 'REGISTRY' ENTERED AT 08:50:10 ON 01 MAY 2007 

L4 63 SEA L3 

L5 38 L4 AND NR>»3 

L6 STR LI 

L7 1 L6 

L8 34 L6 FULL 

SAV TEM J153C1/A L8 

L9 34 L8 AND L4 

FILE 'HCAPLUS' ENTERED AT 08:55:23 ON 01 MAY 2007 

LIO 3 L8 

FILE 'HCAOLD' ENTERED AT 08:57:52 ON 01 MAY 2007 

Lll 0 L8 

FILE 'USPATFULL, USPAT2 • ENTERED AT 08:58:02 ON 01 MAY 2007 

L12 1 L8 

FILE 'MEDLINE' ENTERED AT 08:58:27 ON 01 MAY 2007 

L13 0 L8 

FILE 'EMBASE' ENTERED AT 08:58:32 ON 01 MAY 2007 

L14 0 L8 

FILE 'BIOSIS' ENTERED AT 08:58:38 ON 01 MAY 2007 

L15 0 L8 

FILE 'WPIX' ENTERED AT 08:59:12 ON 01 MAY 2007 

'L16 2 LI 

L17 32 LI FULL 

SEL DCSE LI 7 
EDIT /DSCE 
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SEL SDCN L17 
EDIT /SDCN /DCN 

L18 1 E33-64 

L19 1 L17/DCR 

L20 1 L18-19 
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=> b casre 

FILE 'CASREACT' ENTERED AT 07:48:56 ON 02 MAY 2007 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE CONTENT: 1840 - 29 Apr 2007 VOL 146 ISS 19 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

* CASREACT now has more than 12 million reactions * 

Some CASREACT records are derived from the ZIC/VINITI database (1974-1999) 
provided by InfoChem, INPI data prior to 1986, and Biotransformations 
database compiled under the direction of Professor Dr. Klaus Kieslich. 

This file contains CAS Registry Numbers for easy and accurate substance 
identification. 

=> d que sta 13 

LI STR 



RRT PRO 



Ak^ CN C— CN 



X 8 X 22 ©23 24 ®25 26 

19^ 

IC^'^K^S 20^^Ch^17 

fi^ 4^ 18^ 15^ 

7N'^ ^C ^C^O 21 G1 ^C"^ ^C^O 

5 ||: 10 16 ||: 13 

6 6 

11 14 



®27 



28 



32 



C 

C. 



^C 

c 



29 



C 
31 



30 



VAR Gl=CN/27/23/X/2S/H 
NODE ATTRIBUTES: 
NSPEC IS R AT 25 

DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 32 

STEREO ATTRIBUTES: NONE 

L3 14 SEA FILE=CASREACT SSS FUL LI ( 22 REACTIONS) 

100.0% DONE 6817 VERIFIED 22 HIT RXNS 14 DOCS 
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SEARCH TIME: 00.00.05 



=> d bib abs crd retable 13 tot 



L3 ANSWER 1 OF 14 CASREACT COPYRIGHT 2007 ACS on STN 
AN 144:381778 CASREACT 

TI Syntheses and evaluation of fluorinated conf ormationally restricted 

analogues of GABA as potential inhibitors of GABA aminotransferase 
AU Wang, Zhiyong; Silverman, Richard B. 

CS Department of Chemistry, Department of Biochemistry, Molecular Biology, 

and Cell Biology, and the Center for Drug Discovery and Chemical Biology, 
Northwestern University, Evanston, XL, 60208-3113, USA 

so Bioorganic & Medicinal Chemistry (2006), 14(7), 2242-2252 
CODEN: BMECEP; ISSN: 0968-0896 

PB Elsevier B.V. 

DT Journal 

LA English 

AB Inhibition of y-aminobutyric acid aminotransferase (GABA-AT) could 

raise the concentration of GABA, an inhibitory neurotransmitter in the human 
brain, and could have therapeutic applications for a variety of neurol. 
diseases including epilepsy. Four fluorine-containing analogs of GABA with 
conformations restricted by a cyclohexane ring system were designed and 
synthesized, but unlike some of their f ive-membered ring counterparts, 
minimal inhibition of GABA-AT was observed It is likely that the rigid chair 
conformation of these compds. cannot be accommodated well in the enzyme's 
active site. 



RX{2) OF 78 



F 





NH2 
99% 



0 

CON: overnight, room temperature 
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1. LiOH, Water, THF 

2. HCl, Water 



F 




,,'Cq2H 



0 

52% 



CON: STAGE (1) overnight, room temperature 
STAGE (2) room temperature, pH 1 



RX(31) OF 78 - 2 STEPS 



1.1. LiOH, Water, THF 

1.2. HCl, Water . 

2. H2, MeOH 




,.C02H 



NH2 
99% 

CON: STEP (1.1) overnight, room temperature 
STEP (1.2) room temperature, pH 1 
STEP (2) overnight, room temperature 

RETABLE 



Referenced Author 


Year 


VOL 


PG 


1 Referenced Work 


1 Referenced 


(RAU) 


(RPY) 


(RVL) 


(RPG) 


1 (RWK) 


1 File 
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Allan. R 


1986 


39 


855 


Aust J Chem 


CAPLUS 


AriGt , F 


1965 


87 


5250 


lT Am Phptn Son 


CAPLUS 


Aovaae T 

■•»V«/ jr tl ^ / M 


1990 


38 


1748 


Chem Pharm Bull 




Becker, A 


1983 


39 


4189 


Tetrahedron 


CAPLUS 




1981 


256 


1101 


J Biol Chem 


CAPLUS 


CoopeiT, A 


1985 


113 


80 


Methods Enzymol 


CAPLUS 


06SS, D 


1983 


48 


4155 


J Org Chem 


CAPLUS 


w w jr / w 


1998 


30 


119 


Svnaose 


MEDLINE 


Edmonds M 


2001 


66 


3747 


J Ora Chem 


CAPLUS 


Peirnandez M 


2002 


67 


7587 


J Ora Chem 


CAPLUS 




1 QAO 

X70w 


PI 0 

^ X V 


O 9 u 


XCllVvC 


PAPT.TTQ 


Fu, M 


X 7 17 7 


7 


1581 




CAPT.T7Q 




X 7 O 7 




X 


Ci^x X cjJo xa 






X 7 / O 




79 

** / 7 


\jr\Dr\ XII IMCXV^JUo OyoU 




ucJ.i.ci.y/ i./ 


X 7 O O 


0 ft 


A 7 






T^ci^a/^T "v* "1 XT 


X7 7 / 


"5 P 

J o 


X7D X 


xcCxdnecixon xjccl. 


r"ADT TIC 


i\X XI J c V X\.« / IN. 


X 7 / ^ 




A 1 ft 
^ X o 


iriiyoX\jx rvCV 






1999 


290 


797 


iJ IriiclX lllclv..v^X EtJx.^ XilCX 


C2VPT.TTQ 


rixLiux c L.(Jii / n 


1 Q7i^ 
X7 / J 


A n 
*± \j 


c; 7A 






i*lLix dilct DilX / o 


X 7 O 7 


D *i 


J 7^ 






iMaiia vau. X f -O 


X 7 O 7 




X J 






INCCIX / 1*1 


1 Q77 

X 7 / / 


X J o 


1^9 

XO 7 


OXClXIi XvCSS 




m ah n 

Vi/xciiif vr 


1 Q7Q 
X 7 / 7 




1 74 7 
x^^ / 






Osbv iT 


1984 


25 


2093 


Tet* irahpdiTon Tip^t 


CAPLUS 


Penry^ T 


X 7 / 


£ o o 


337 




MFHT.TMP 


Qxu f J 


X 7 7 7 


42 


4725 




CAPT.TT^; 

^/iiJrXlUO 


Qiu , J 


2000 


43 


706 


J Med Chem 


CAPLUS 


Rando , R 


1977 


16 


4604 


Biochemist rv 


CAPLUS 


Sasaki T 


1978 


43 


2320 


lT Oto Chem 


CAPLUS 


Scott E 


1958 


234 


932 


iT Biol Chem 




Silverman, R 


1981 


20 


1197 


Biochemistry 


CAPLUS 


Silverman, R 


1986 


25 


6817 


Biochemistry 


CAPLUS 


Silverman, R 


1980 


45 


815 


J Org Chem 


CAPLUS 


Storici, P 


1999 


38 


8628 


Biochemistry 


CAPLUS 


Storici, P 


2004 


43 


14057 


Biochemistry 


CAPLUS 


Sugase, K 


2004 


47 


489 


J Med Chem 


CAPLUS 


Tian, F 


2000 


2 


563 


Org Lett 


CAPLUS 


Ye, Q 


2002 


67 


9288 


J Org Chem 


CAPLUS 



L3 ANSWER 2 OF 14 CASREACT COPYRIGHT 2007 ACS on STN 
AN 143:97106 CASREACT 

TI 1. Synthesis of LY455169- [2H2] , a model study for the tritium labeling of 

LY459477. 2. Synthesis of LY459477- [3H2] 
AU Kuo, Fengjiun; Kulanthaivel , Palaniappan; Rener, Gregory A.; Wheeler, 

William J.; Yi, Ping 
CS Lilly Research Laboratories, A Division of Eli Lilly and Company, Lilly 

Corporate Center, Indianapolis, IN, 46285, USA 
SO Synthesis and Applications of Isotopically Labelled Compounds, Proceedings 

of the International Symposium, 8th, Boston, MA, United States, June 1-5, 

2003 (2004), Meeting Date 2003, 267-270. Editor ( s) : Dean, Dennis C. ; 

Filer, Crist N. ; McCarthy, Keith E. Publisher: John Wiley & Sons Ltd., 

Chichester, UK. 

CODEN: 69FZAZ; ISBN: 0-470-86365-X 
DT Conference 
LA English 

AB LY459477 is a potent mGluR agonist. Tritiated material was required for 
use in receptor binding assays. To support in vitro receptor binding 
studies, a tritium labeled isotopomer with a high specific activity (over 
20 Ci/mmol) was required. The key to the tritiation of LY459477 was to 
find a method for the incorporation of tritium into protected LY455169. A 
general and simple method was developed for the synthesis of a double 
deuterium (or tritium) labeled ale. from the corresponding ketone. The 
preparation of LY459477- I3H] was accomplished by following the conditions 
developed in model studies. 
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RX{10) OF 28 

OEt 

p H 0=/ H 



EtO 




1. Et2NH, Dioxane 

2. NaOH 

3. HCl 



H02( 




NOTE: no exptl. detail 
RETABLE 



Referenced Author 


Year 


VOL 


PG 


Referenced Work 


Ref er{ 


(RAU) 


(RPY) 


(RVL) 


(RPG) 


(RWK) 


File 


Brown , H 


1963 




242 


Hydrobora t ion 




Djerassi, C 


1948 


70 


417 


J Am Chem Soc 


CAPLUS 


Fieser 




1 


1050 


Reagents for Organic 




Fieser, L 


1953 


75 


1700 


J Am Chem Soc 


CAPLUS 


Goto, T 


1961 




513 


Tetrahedron Lett 




Henbest, H 


1955 




2477 


J Chem Soc 


CAPLUS 


Massey, S 


1998 




35 


Eur Pat Appl, EP 878 




Sarma, J 


1985 




4657 


Tetrahedron Lett 




Schenker, E 


1961 


73 


81 


Anger Chem 


CAPLUS 



L3 ANSWER 3 OF 14 CASREACT COPYRIGHT 2007 ACS on STN 
AN 142:240112 CASREACT 

TI A method for the synthesis of 2-amino-4-f luorobicyclo [3 . 1 , 0] hexane-2 , 6- 

dicarboxylic acid- [3H2] 
AU Kuo, Fengjiun; Kulanthaivel , Palaniappan; Rener, Gregory A. ; Yi, Ping; 

Wheeler, William J. 

CS Lilly Research Laboratories, A Division of Eli Lilly and Company Lilly 

Corporate Center, Indianapolis, IN, 46285, USA 
SO Journal of Labelled Compounds & Radiopharmaceuticals (2004), 47(9), 

571-581 

CODEN: JLCRD4; ISSN: 0362-4803 
PB John Wiley & Sons Ltd. 
DT Journal 
LA English 
GI 
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H CO2H 



AB A process for double deuterium labeling of an ale. was developed. The 
process was utilized in the subsequent tritium labeling of a secondary 
ale. with high specific activity (24 Ci/mmol) by reduction of the 
corresponding ketone using sodium borotritide. The starting ketone was 
first brominated with pyridinium tribromide; the resulting alpha 
bromoketone was then reduced in THF/alc. in the presence of Ni(0Ac)2. The 
ale. was then converted to diearboxylic acid I, an mGluR agonist. 



RX(7) OF 40 

OEt 




(step 1) 




CON: STAGE (1) overnight, room temperature 
STAGE (2) overnight, room temperature 
STAGE (3) room temperature 
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RX(IO) OF 40 



OEt 




CON: STAGE (1) overnight, room temperature 
STAGE (2) room temperature 

RETABLE 



Referenced Author 


Year 


VOL 


PG 


Referenced Work 


Referenced 


(RAU) 


(RPY) 


(RVL) 


(RPG) 


(RWK) 


File 




Brown, H 


1963 




242 


Hydroborat ion 




Djerassi, C 


1948 


70 


417 


J Am Chem Soc 


CAPLUS 


Fieser, L 


1953 


75 


1700 


J Am Chem Soc 


CAPLUS 


Fieser and Fieser 


1967 


1 


1050 


Reagents for Organic 




Goto, T 


1961 


2 


513 


Tetrahedron Lett 




Henbest, H 


1955 




2477 


J Chem Soc 


CAPLUS 


Massey, S 


1998 






EP 0878463 


CAPLUS 


Mikami , K 


1997 


38 


579 


Tetrahedron Lett 


CAPLUS 


Sarma, J 


1985 


26 


4657 


Tetrahedron Lett 


CAPLUS 


Schenker, E 


1961 


73 


81 


Anger Chem 


CAPLUS 



L3 ANSWER 4 OF 14 CASREACT COPYRIGHT 2007 ACS on STN 
AN 137:325389 CASREACT 

TI Chemistry of Bifunctional Photoprobes. 6. Synthesis and Characterization 
of High Specific Activity Metalated Photochemical Probes: Development of 
Novel Rhenium Photoconjugates of Human Serum Albumin and Fab Fragments 

AU Rajagopalan, Raghavan; Kuntz, Robert R. ; Sharma, Uday; Volkert, Wynn A.; 
Pandurangi, Raghoottama S. 

CS Department of Chemistry, University of Missouri, Columbia, MO, 65211, USA 

SO Journal of Organic Chemistry (2002), 67(19), 6748-6757 
CODEN: JOCEAH; ISSN: 0022-3263 

PB American Chemical Society 

DT Journal 

LA English 

GI 
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F 



AB Functional izat ion of perfluoro aryl azides by bifunctional chelating 

agents (BFCAs) capable of forming high specific activity complexes with 
99mTc (for y-imaging) and 188Re (for radiotherapy) is described. 
The synthesis of multidonor BFCAs containing N2S2, N4, and N3S donor groups 
containing imidazole, pyridine, and pyrazine functionalities that may be 
important for tuning the pharmacokinetic parameters is also described. 
Functionalization of perfluoro aryl azides at various sites on BFCAs 
yields novel bifunctional photolabile chelating agents (BFPCAs) that are 
useful for covalent attachment to biomols. A representative Re-BFPCA I as 
the Me4N+ salt in a model solvent, diethylamine, proceeded to give a high 
yield of intermol. NH insertion product without the decomplexation of the 
metal ion from r. All products originated from the photolysis of I in 
diethylamine were characterized by anal, techniques, and a plausible 
mechanism of formation of different photolytic products is suggested. The 
high yield of intermol. NH insertion of I is extended to labeling of human 
serum albumin (HSA) and Fab fragments under aqueous conditions. The 
photolabeling technol . developed here offers a new way to attach 
diagnostically and therapeutically useful radiotracers (e.g., 99mTc, 
ISBRe) to Fab fragments for potential noninvasive imaging and therapy of 
cancer. 



RX(17) OF 59 
RETABLE 



REACTION DIAGRAM NOT AVAILABLE 
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Referenced 
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Top Curr Chem 
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2000 
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Arano, Y 


1999 


59 


128 


Cancer Res 


CAPLUS 
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1999 


41 
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Advances in Inorgani 
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1996 


35 
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Inorg Chem 


CAPLUS 
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1998 


37 
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Inorg Chem 


CAPLUS 
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1997 
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Adv Intern Med 




Bellar, G 


2000 
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Circulation 
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1991 
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Curr Probl Cardiol 




Bridger, G 


1996 
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J Org Chem 
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J Med Chem 
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2001 
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J Am Chem Soc 


CAPLUS 


Das, T 


2000 


27 


189 


Nucl Med Biol 
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Dilworth, J 


1998 


27 


43 


Chem Soc Rev 
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estrogen receptor affinity of an original series of polysubstituted 
biphenyls 
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PB Elsevier Science Ltd. 
DT Journal 
LA English 

AB Substituted biphenyls were prepared and evaluated for their binding affinity 
for the estrogen receptor. Some of them demonstrated binding better than 
or equivalent to that of estradiol. 
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TI Preparation of 3-bromo-5-f luorobenzoic acid derivatives 

IN Kurumaya, Mitsuo; Honda, Tsunetoshi 

PA Tohkem Products Corp., Japan 

SO Jpn. Kokai Tokkyo Koho, 8 pp. 
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DT Patent 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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GI 




Br I 



AB Title compds. I (R = H, alkyl; XI, X2 = halo) are prepared by bromination of 
2 , 4-dihalo-5-nitrobenzoic acid derivs . followed by reduction, diazotization, 
and f luorination. Thus, bromination of Me 2 , 4-dif luoro-5-nitrobenzoate 
with potassium bromate in 85% H2S04 gave 68% Me 3-bromo-2 , 4-dif luoro-5- 
nitrobenzoate, reduction of which with H2 in EtOAc in the presence of 5% Pd/C 
gave 70% Me 3-bromo-2, 4-dif luoro-5-aminobenzoate. Diazotization of the 
latter compound followed by f luorination gave 90% Me 3-bromo-2 , 4 , 5- 
trif lurobenzoate . 
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NOTE: 2) 2nd Step photochem. 
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TI Preparation of 2 , 3 , 4-trif luoro-5-iodobenzoic acid and its esters 
IN Yoneda, Yasuhiro; Yokota, Naoyuki; Ataka, Kikuo 
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DT Patent 
LA Japanese 
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F 



AS Title compds. I (R = H, Cl-lO alkyl, C3-10 cycloalkyl, C7-10 aralkyl) were 
prepared by reaction of 5-amino-2 , 3 , 4-trif luorobenzoic acid (II) with HI, 
alkali metal nitrites, and CuX (X = halo) in solvents. Thus, reaction of 
II with aqueous HI, Cul , and NaN02 in H20 gave 2 , 3 , 4-trif luoro-5-iodobenzoic 
acid, refluxing of which with EtOH in toluene in the presence of H2S04 
gave Et 2, 3 , 4-trif luoro-5-iodobenzoate. 
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L3 ANSWER 8 OF 14 CASREACT COPYRIGHT 2007 ACS On STN 
AN 117:69511 CASREACT 

TI Preparation of 2 , 5-dichloro-3 -aminobenzoic acid 

AU Yazlovitskii, A. v.; Ral'chuk, I. A.; Shcherbina, F. F.; Grigor'ev, A. A. 
CS Inst. Bioorg. Khim. Neftekhim., Kiev, Ukraine 

SO Zhurnal Prikladnoi Khimii (Sankt-Peterburg, Russian Federation) (1991) , 
64(10), 2201-2 

CODEN: 2PKHAB; ISSN: 0044-4618 
DT Journal 
LA Russian 

AB Refluxing 2,5,3,6-C12 (Me02C)2C6HN02 with Fe shavings and concentrated HCl in 
Et20 gave 96% 2, 5, 3, 6-C12 (H02C) 2C6HNH2, which was' decarboxylated by addnl. 
reflux in 1:1 H20- concentrated HCl to give 95% title compound 
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TI Preparation of f luorobenzoic acids as antibacterial intermediates 

IN Kumai, Seisaku; Seki, Takashi; Wada, Akihiro 

PA Asahi Glass Co., Ltd., Japan 

SO Jpn. Kokai Tokkyo Koho, 5 pp. 
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DT Patent 

LA Japanese 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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X 



A Y 



B 



I 



AB The title compds. I (A = Y = CI, B = C02H, X « F or CI) , useful as 

antibacterial intermediates, are prepared by Friedel -Crafts acylation of I 
{A = B = H, Y = CI), haloform reaction of I (A.= H, B = Ac, Y = CI), 
nitration of I (A = H, B = C02H, Y = CI), and chlorination of I (A = N02, 
B = C02H, Y = CI) with chlorinating agents. The title compds. I (A = CI, 
B = C02H, X = F, Y = F or CI) are prepared by chlorination of I (A = X = Y 
CI, B = C02H) , fluorination of I (A = X = Y = CI, B = COCl) , and 
hydrolysis of I (A = CI, B = COF, X = F, Y = F, CI) . Friedel-Craf ts 
acylation of 3 , 4-dif luorochlorobenzene with AcCl and A1C13 gave 74% I (A = 
H, B=Ac, X=F, Y=C1) which was subjected to a haloform reaction to 
give 85.3% I (A = H, B = C02H, X = F, Y = CI) (II) . Nitration of II by 
H2S04-HN03 mixture gave 54% I (A = N02, B = C02H, X F, Y = CI) which was 
chlorinated by CI to give 80% I (A = Y = CI, B = C02H, X = F) . 
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TI Preparation of 2, 5-dichloro-3-aminobenzoic acid 

IN Ral'chuk, I. A.; Yazlovitskii, A. V.; Shcherbina, F. F. ; Grigor'ev, A. A. 
PA Institute of Physical -Organic Chemistry and Coal Chemistry, Kiev, USSR 
SO U.S.S.R. 

From: Otkrytiya, Izobret. 1990, (10), 104. 
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DT Patent 
LA Russian 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI SU---1549947 Al 19900315 1988SU-4427546 19880519 

PRAI 1988SU-4427546 19880519 

AB The title compound was prepared by reduction of di-Me 2, 5-dichloro-3- 
nitroterephthalate by Fe in HCl followed by decarboxylation of the diacid. 
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AN 112:216450 CASREACT 

TI Synthesis of 3-chloro-2 , 4 , 5-trif luorobenzoic acid as intermediate for 

antibacterial agents 
IN Wemple, James N.; Karrick, Gregory L.; Spence, Floyd G. 
PA Warner-Lambert Co., USA 
SO U.S. , 7 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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GR, IT, LI, LU, NL, SE 

1989JP-0278761 19891027 
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19891027 
19891027 



F 




F 



AB The title compound (I), useful as intermediate for quinolone antibacterial 

agents, was prepared from benzenedicarboxylates II (R = alkyl; Rl = tert-Bu, 
PhCH2, etc.). A mixture of 4 - [ ( 1 , 1-dimethylpropyl) amino] -3 , 5 , 6- trif luoro- 
1 , 2-benzenedicarboxylic acid di-Me ester and 36% aqueous HCl was refluxed for 
20 h to give 3-amino-2 , 4 , 5-trif luorobenzoic acid, which was treated with 
NaN02 and CuC12 in aqueous HCl to give I . 
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TI . 8-Cyano-l-cyclopropylquinolonecarboxylic acids as antibacterial agents 
IN Schriewer, Michael; Grohe, Klaus; Petersen, Uwe; Haller, Ingo; Metzger, 
Karl Georg; Endermann, Rainer;. Zeiler, Hans Joachim 
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DT Patent 
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0 




III 



AS The title compds. [I; R =: C02H, cyano, C02R1, CONR2R3; Rl = alkyl ; R2 = H, 
alkyl; R3 = R2, (un) substituted Ph; XI = H, N02 , alkyl, halo; X2 = 
heterocyclyl ; X4 = H, halo, alkyl] were prepared as antibacterial agents (no 
data). 2,4,5,3-C12F(NC)C6HCOCH2C02Et (preparation given) was heated 2 h at 
150« with HC(0Et)3 in Ac20 to give 2,4,5,3- 

C12F{NC)C6HC0C( :CHR4)C02Et (II; R4 = OEt) which was stirred 2 h with 

eye lopropyl amine in EtOH to give II (R = cyclopropylamino) . The latter 

was stirred 24 h in dioxane containing K0CMe3 to give, after saponification, I (R 

C02H, XI = F, X2 = CI, X4 = H) which was heated 3 h in dioxane with 

2-methylpiperazine to give title compound III. Tablets were prepared each 

containing III 583.0, cellulose 55.0, starch 72.0, polyvinylpyrrolidone 30.0, 

silica 5.0, and Mg stearate 5.0 tng coated with poly (O-hydroxypropyl-O- * 

methyl) cellulose 6.0, Macrogol 4000 2.0, Ti02 2.0 mg, and 

polyethyleneglycol (no amount given) . 
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TI Process for preparing benzoic acid derivatives useful as antibacterial 
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AB Title compds. I (XI, X2 = F, CI; Y = F, CI, Br, iodo; Z = F, CI, OH), 
useful as antibacterial intermediates, are prepared Diazotization of 
3-amino-2,4-dichloro-5-f luorobenzoic acid and treatment with CuCl gave 94% 
I (Z = OH, XI, X2, Y = CI) . 
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AB With several newly prepared substrates the influence of substituents upon 
the individual steps in the 3a-437r- route to IH-azepines is 
more precisely defined. The 7-azanorbornadienes I (R = tosyl, 
C02CH2CH:CH2; Rl = H, CH20CH2C. tplbond. CH; R2 = H, CI; R3 = H, C02Me) are 
selectively isomerized by sensitized or direct photoexcitation into the 
azaquadricyclanes II, some of which are highly unstable. For the thermal 
conversion of II (R = tosyl, Rl = R3 = H) the kinetic parameters have been 
determined (benzene); Ea = 28.0 ± 0.2 kcal/mol, Ig A = 15.7; 
AH.thermod. = 27.3 ± 0.2 kcal/mol, AS.thermod. = 1.1 ± 

0.7 e.u. This barrier is lowered more efficiently in II (R2 = CI) than in 
11 (R3 = C02Me) with the former and latter causing exclusive scission of 
the opposite and neighboring cyclopropane bonds resp. The intermediate 
azomethine ylides are captured with dipolarog. reagents more or less 
efficiently depending on their substitution pattern. In II (R = tosyl, Rl 
= CH20CH2C. tplbond. CH, R2 = H, R3 = C02Me) the intramol . addition of the 
unactivated yne component at -30*» is so fast, that azepine 

formation is almost totally suppressed. The azepinebenzeneimine equilibrium 
mixture from II (R = tosyl, Rl = H, R2 = CI, R3 = C02Me) {.apprx.9:l) 
crystallizes as the azepine III (x-ray crystal structure anal.). 
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